To the Editor, In this system review, Williams et al. [1] compared biological agents, targeting tumour necrosis factor a (TNF-a), for sciatica with placebo and alternative interventions. They found that there was a reduction in the need for discectomy, which was not statistically significant, and no difference in the number of adverse effects. It is a very valuable study. Nevertheless, there are some questions we would like to ask related to this article.
To begin with, the investigators (Williams et al.) included five randomised controlled trials (RCTs) and one non-RCT of adults who had sciatica treated by biological agents compared with placebo or alternative interventions. In our opinion, the non-RCT [2, 3] should be excluded from the system review to enhance the credibility.
Then, the investigators used a random-effect model in all comparisons, even though there was no heterogeneity in leg pain intensity (Fig. 5) , needing disc surgery (Fig. 7) and adverse effects (Fig. 8) . We suggest that a fixed-effect model should be used to pool the results.
Furthermore, it is not appropriate that summary odds ratio (OR) and standard mean difference (MD) estimates with corresponding 95 % CIs were derived by using the method of Mantel-Haenszel (M-H) or Inverse variance (IV) with the assumptions of a random-effects model. We suggest that ''DerSimonian and Laird random effect model'' should be used to evaluate globe effect (Fig. 2) , leg pain intensity (Fig. 3) and Oswestry Disability Index (Figs. 4, 6) .
Eventually, the investigators did not assess the publication bias. In our opinion, the publication bias should be assessed by funnel plots and statistical tests (e.g., Egger's linear regression test or Begg's rank correlation test).
We agree that biological agents are expensive but may lead to cost savings and alongside RCTs are needed to assess economic evaluations. In our opinion, further large RCTs are needed to establish the efficacy of TNF-a compared with placebo.
